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Teratologic Evaluation of FDA 71-68
(Sodium erythorbate)
in
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V) oD )AND DRUG

2IeQ2CH L ABORATORIES, INC. WAVERLY DIVISION
Route 17
FINATL P.0. Box 107
REPORT Waverly, New York 14892
““““““ (607) 565-2931
Submitted to: Department of Health, Education Date: December 13, 1974

and Welfare
Food and Drug Administration
Negotiated Contracts Branch, HFA-510

5600 Fishers Lane Laboratory No. 2123 (14)
Rockville, Maryland 20852 Contract No.FDA 223-74-217
Sample: Fine white powdered material
Marking: FDA 71-68 (Sodium erythorbate)

Exémination Requested: Teratologic evaluation of FDA71-68 in mice.

Procedure: See Appendix I
Results: See Tables 1 fhrough 5, Figure 1, and Appendix II
Conclusion: On the basis of the data presented herein, the following

conclusion appears to be warranted:

"The administration of up to 1030 mg/kg (body weight) of the test
material to pregnant mice for 10 consecutive days had no clearly
discernible effect on nidation or on maternal or fetal survival. The
number of abnormalities seen in either soft or skeletal tissues of the
test groups did not differ from the number occurring spontaneously in
the sham-treated controls.”

dpid) £ (30 e
David E. Bailey, Ph.D./
Director, Waverly Division
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Kénneth Morgaﬂeld 2, Ph.D. ¢f >
Scientific Direct¥r

This report Is submitted for the excluslve use of the person, partnership, or corporation to whom it is addressed, and neither the report nor the name of these
Laboratories nor of any members ol its stalf, may be used in connection with the advertising or sale of any product or procass without written authorization.



FOOD AND DRUG RESEARC.. LABORATORIES, INC.

Groups: 31 & 32; 37 throcugh 40 Date: November 15, 1974
Table 1

Material : FDA 71-68 Fate Summary Laboratory No. :_ 2123 (14)
a
( Mice )

Group Material Dose** Total Surviving at Term
mg/kg Mated . Pregnant Total _Preg?}ﬂtl_
31 Sham 0.0 30 21 ' 30 21
32 Aspirin* - 150.0 23 21 23 21
37 FDA 71-68 10.3 25 22 25 | 22
38 FDA 71-68 47.8 25 20 25 : 20
39 FDA 71-68 221.9 28 21 28 | 21
40 FDA 71-68 1030.0 ' 25 , ‘ 20 - 25 20

* Positive Control : 150.0 mg/kg : ,
** Adnministered as a water suspension (10 ml per kg of body weight); (See Appendix I)

L)Includes__all dams examined at term



FOOD AND DRUG RESEAK

LABORATORIES,

INC,.

Group : 31 & 32; 37 through 40 Table 2 Date:__November 15, 1974
Material : FDA 71-68 Reproduction Data Laboratory No. : 2123 (14)
{ Mice )
Dose {mg/kg): Sham Aspirin** 10.3 47.8 221.9 1030.0

Pregnéncies

Total No. 21 21 22 20 21 20

Died or Aborted (before Dy 17 ) 0 0 0 0 0 0

To. texrm (on Day 17 ) ‘ 21 21 22 20 21 20
Corpora Lutea

Total No. 268 256 291 274 283 265

Average/dam mated 8.93 11.1 11.6 11.0 10.1 10.6
Live Litters :

Total No.* 21 21 22 20 21 20
Implant Sites

Total No. 243 - 232 267 246 264 250

Average/dam* 11.6 11.1 12.1 12.3 12.6 12.5
Resorptions

Total No.,* 6 18 9 15 8 13

Dams with 1 or more sites resorbed 6 12 8 9 7 7

Dams with all sites resorbed - _— - - - -

Per cent partial resorptions 28.6 57.1 36.4 45.0 33.3 35.0

Per cent complete resorptions - - -— - — -
Live Fetuses .

Total No. 235 214 254 230 256 235

Average/dam* 11.2 10.2 11.6 11.5 12.2 11.8

Sex ratio (M/F) 0.73 1.12 0.92 0.93 0.87 0.76
Dead Fetuses ‘

Total No.* N 2 - 4 1 - 2

Dams with 1 or more dead 2 - 4 1 - 2

Dams with all dead - — - -— - —

Per cent partial dead 9.52 - 18.2 5.00 - 10.0

Per cent all dead -— - - - - -
Average Fetus Weight, g 0.83 0.83 0.85 0.84 0.87 0.87

* Includes only those dams examined at term.

** Positive Control : 150.0 mg/kg



FOOD AND DIUG RESEARCH LABORATORIES,

Groups 31 & 32; 37 through 40

Matexrial FDA 71-68

Table 3

Laboratory No.

bate

INC.

2123 (14)

November 15, 1974

Summary of Skeletal F indings*
( Mice ) '

Group No. :
Findings
Dose (mg/kg)

31

: Sham

32

Aspirin**

37

10.3

38

47.8

39

221.9

40

1030.0

Live Fetuses Examine
(at term)

Sternebrae
Incomplete oss.
Scrambled
Bipartite
Fused
Extra
Missing
Other

Ribs
Incomplete oss.
Fused/split
Wavy
Less than 12
More than 13
Other

Vertebrae
Incomplete oss.
Scrambled
Fused
Extra ctrs. oss.
Scoliosis
Tail defects
Otherx

Skull
Incomplete closu
Missing
Craniostosis
Other

Extremities
Incomplete oss.
Missing
Extra

Miscellaneous
Hyoid; missing
Hyoid; reduced

d 163/21

34/15

27/11

1/1

22/10

12/5

1/1

re

7/4

46/16
26/14

152/21

29/14

4/4

22/11

33/15

8/4

1/1

6/3

40/15
22/10

177/22

57/17

1/1

29/14

24/13

6/6

2/2

53/16
17/11

159/20

66/18

1/1

37/13

19/9

10/3

11/3

51/13
11/7

176/21

37/13

3/3

12/9

25/14

/1

/1

39/15
23/15

162/20

28/12

11

18/7

25/11

11/3

1

8/3

43/12
16/10

* Numerator=Number

** positive control :

of fetuses affected;

150.0 mg/kqg

Denominator=Number of
affected.

litters



FOOD AND DRUG RESEARCH LABORATORIES, INC.

Groups 31 & 32; 37 through 40 Date November 15, 1974
i - Laboratory No.
Material FDA 71-68 Table 3-a Yy 2123 (14)
Summary of Soft Tissue Abnormalities '
' (Mice)
Group ‘Material Dose Level Dam Number of  Description
mg/kg . Pups '

32 Aspirin¥* 150.0 23936 1 Exophthalmos;
encephalomeningocele;
gastroschisis

40 FDA 71-68 1030.0 24190 1 - Cleft palate

*Positive Control: 150.0 mg/kg



F OOD AND DRUG RESEARCH LABORATORIES, INC.

Groups 31 & 32; 37 through 40 Date November 15, 1974
Table 4
Species_ Mice Laboratory No._ 2123 (14)
Average Body Weights™®
————————————————————————— Day~====-==mo-csso e —m =
Group Material Dose -
Level 0 6 11 15 17
mg/kg =~ === =mmmmossssos-omso--ooo- grummmmmm s ssmommo—sss e
31 Sham 0.0 27 29 32 41 45 (21)
32 Aspirin¥*** 150.0 30 33 37 44 48 (21)
37 FDA 71-68 10.3 28 31 37 44 50 (22)
38 FDA 71-68 47.8 28 32 36 43 49 (20)
39 FDA 71-68 221.9 29 32 37 . 45 52 (21)
40 FDA 71-68 1030.0 27 32 - 36 44 49 (20)

* Of pregnant dams
** Number of surviving dams in parentheses (c.£f. Table 1)

*** Ppositive control: 150.0 mg/kg



31 & 32; 37 through 40

Table 5

1 Groups
LD Compound FDA 71-68

Daily Temperaturg and Humidity Recoxrd

Laboratory No.

Species: Mice

2123 (14)

Relative
Date Time Temp Humidity
1974 a.m. op 2
9/21 8:10 80 75
9/22 8:00 76 _ 70
9/23 8:15 70 : 64
9/24 8:00 72 62
9/25 8:30 72 - - 63
9/26 8:10 72 . 66
9/27 8:20 72 . 65
9/28 8:30 76 ' 70
9/29 8:15 74 ' 76
. 9/30 8:20 72 , . 65
10/1 8:30 72 65
10/2 9:30 70 63
10/3 10:00 68 64
10/4 9:00 70 : 63 -
10/5 10:30 74 _ 65
10/6 8:00 76 o 65
-10/7 - 8:15 75 : ) 65
10/8 8:45 70 . 62
10/9 - 8:30 70 62
10/10 8:45 74 ' 71 -
10/11 8:10 72 - 62
10/12 8:00 72 65
10/13 9:00 74 64
10/14 7:30 76 63
10/15 8:45 76 : . 74
10/16 8:45 71 ' : ' -70 -
10/17 8:00 76 ‘ ’ 60
10/18 9:30 76 . 60
10/19 9:00 74 . 47
10/20 1:00 p.m. 74 60
10/21 11:00 75 55
10/22 8:00 75 53




Figure 1

Original Photographs in First Copy of Report 2123 (1)



Figure 1
Grossly Abnormal Fetuses

(Mice)
Group: 32 Date: November 15, 1974
Material: Aspirin _ Laboratory No. 2123
Dose: 150.0 mg/kg
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Appendix I

Teratology Study in Mice

Virgin adult female albino CD-1 outbred mice were gang-
housed in disposable plastic cages in temperature and humidity-
controlled quarters with free accesé to food and fresh tap water.
They were mated with young adult males, and observation of the
vaginal sperm plug was conéidered Day 0 of gestation. Beginning
on Day 6 and continuing daily through Déy 15 of gestation, the
females were dosed with the indicated dosages by oral intubation;
the controls were sham treated.

Body weights were recorded on Days 0, 6, 11, 15, and 17 of
gestation. All animals were observed daily for appearance and
behavior with particular attention to food consumption and weight,
in order to rule out any abnormalities which may have occurred as a
result of anorexic effects in the pregnant female animal.

On Day 17 all dams were subjected to Caesarean section under
surgical anesthesia, and the numbers of implantation sites,
resorption sites, and live and dead fetuses’were recorded. The body
weights of the live pups were also recorded. The urogenital tract
of each dam was examined in detail for anatomical normality.

All fetuses were examined grossly for the presence of external
congenital abnormalities. One-third of the fetuses of each litter
underwent detailed visceral examinations employing the Wilson
technique. The remaining two-thirds were cleared in potassium
hydroxide (KOH),-stained with alizarin réd S dye and examined for

skeletal defects.
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FOCD AND DRUG RESEARCH LABORATORIES, INC.

Group 31 Appendix II Date November 15, 1974
Material Sham Reproduction Data in Mice (Individual) Laboratory No. 2123
Dose 0.0 ma/kg

Corpora Implant Fetuses Sex Resorption Average Fetus
Dam No. Fate* Tutea Sites Alive Dead M F Sites Weight {(qg) Remarks
23901 P 13 12 11 5 6 . 1 . 0.82
23902 P 14 12 12 5 7 1.01
23903 P 10 9 8 4 4 1 0.73
23904 P 10 9 ) 3 6 0.97
23905 P 13 12 12 8 4 0.92
23906 NP .0 0 ' _——
23907 P 13 12 12 6 6 0.83
23908 P 13 12 12 3 9 0.77
23909 P 12 - 12 12 © 4 8 0.78
23910 NP 0 0 ' _—
23911 NP 0 0 ' ———
23912 NP 0 0 . ——
23913 NP 0 : 0 . —_——
23914 P 12 11 11 4 7 0.75
23915 P 14 .13 - 13 6 7 , . 0.76
23916 P 13 10 10 ' 6 4 0.90
23917 NP 0 0 : : ———
23918 NP 0 0 ‘ S ‘ C m——
23919 P 9 8 7 . - 1 6 1 } © 0.88
23920 NP 0 - 0 ' ' ———-
23921 P 14 13 12 s . 7 1 0.69
23922 P 15 .14 ' 14 5. o : . 0.85
23923 P 14 14 . 13 5 8. 1 0.79
23924 NP 0 0 - . _ : , |-
23925 P 13 12 .12 8 4 o ‘ . 0.94
23926 P 12 1 11 5 6 0.79
23927 P 13 11 10 - b 3 7 0.86
23928 P 17 14 13 1 5 8 0.79
23929 P 13 11 11 ' 4 7 0.71
23930 P

11 11 100 —okE ek 1 0.79

* P = Pregnant; NP = Not Pregnant
** Not Recorded



FOOD AND DRUG RESEARCH LABORATORIES, INC,

Group 32 . Appendix II Date November 15, 1974
Material Aspirin Reproduction Data in Mice (Individual) Laboratory No. 2123
Dose 150,0 ma/kg
Corpora Implant Fetuses Sex Resorption Average Fetus _
Dam No. Fate* Tutea Sites Alive Dead M F Sites Weight (g) Remarks
23931 P 11 9 7 3 4 2 0.65
23932 P 16 14 14 7 -7 0.63
23933 P 12 11 11 4 7 , 0.76
23934 NP 0 0 —-———
23935 P 11 11 11 5 6 0.82
23936 P 11 10- 8 5 3 2 0.81
23937 NP 0 0 : . ' —_——
23938 P 12 12 11 6 5. 1 : 0.95
23939 P 10 9 9 6 3 ' 0.90
23940 P 10 9 6 3 3 3 - 0.55
23941 P 20 15 15 -9 6 0.88
23942 P 15 12 o1 _ 5 6 1 0.91
23943 P 15 14 13 10 3 1 0.77
23944 P 14 13 13 : 6 7 0.78
23945 P 13 12 11 5 6 1 0.75
23946 P 15 15 14 -9 5 1 - 0.96
23947 P 12 12 10 5 5 2 0.88
23948 P 5 4 2 . 0 -2 2 1.12
23949 P 7 . B 5 4 1 1 0.90
23950 4 9 . 7 7. 5 2 0.98
23951 P 15 14 14 . 8 6 ' 0.87
23952 P 13 . 13 13 6 7. : : 0.76
23953 P "2 7 1l , 0.71

10 10 9

* P = Pregnant; NP = Not Pregnant



FOOD AND DRUG RESEARCH LABORATORIES, INC,

Group 37 Appendix II Date November 15, 1974
Material FDA 71-68 Reproduction Data in Mice (Individual) Laboratory No. 23123 (14)
Dose 10.3 mg/kqg
Corpora Implant Fetuses Sex Resorption . Average Fetus
Dam No. Fate* Lutea Sites Alive Dead M F Sites Weight (g) Remarks
24081 p 11 11 11 5 6 0.92
24082 P 13 10 10 7 3 1.20
24083 P 15 14 14 4 10 0.83
24084 4 12 12 11 6 5 1 0.86
24085 P 12 1 10 6 4 1 0.76
24086 P 13 12 12 5 7 0.75
24087 P 16 13 13 7 6 0.79
24088 4 13 10 9 5 4 1 0.80
24089 P 12 12 10 1l 5 5 -1 0.90
24090 NP 0 0 ————
24091 P 13 . 13 12 5 7 1 0.85
24092 P 14 11 11 7 4 0.82
24093 P 13 12 12 6 6 0.89
24094 P 15 15 . 14 4 10 1l 0.70
24095 P 11 10 10 4 6 0.65
24096 P 12 11 10 1 4 6 0.93
24097 P 18 ‘ 18 17 1 11 6 0.87
24098 P 12 13 11 . 6 5 2 0.91
24099 NP 0 0 o ——
24100 P 13 9 : 8 1 1l 7 ' 0.83
24101 NP 0 0 ' ——
24102 P 11 11 11 ’ 5 6 0.81
24103 p 14 .13 13 . 7 6 ) 0.87
24104 p 11 10 9 4 5 1 0.83
24105 P 17 16 16 8 8 , 0.84

* P = Pregnant; NP = Not Pregnant



FOOD AND DRUG RESEARCH LABORATORIES, INC.

Group 38 Appendix II Date November 15, 1974
Material FDA 71-68 Reproduction Data in Mice (Individual) Laboratory No.__ 2123 (14)
Dose 47.8 ma/ka
Corpora Implant Fetuses Sex Resorption Average Fetus
Dam No. Fate* Tutea Sites Alive Dead M F Sites Weight (g) Remarks
24111 P 14 11 11 3 8 0.67
24112 ) 12 10 9 1 5 4 0.74
24113 P 15 14 14 6 8 0.91
24114 P 12 11 9 3 6 2 : 0.83
24115 NP 0 0 -——
24116 P 10 10 10 6 4 ©0.77
24117 P 14 12 12 5 7 0.85
24118 P 11 11 11 3 8 0.60
24119 P 14 - 13 12 5 7 1 0.88
24120 P 18 15 15 7 8 0.78
24121 P 13 13 12 9 3 1 0.93
24122 NP 0 0 ‘ ———
24123 NP 0 0 -—
24124 P 13 13 12 6 6 1 0.85
24125 P 14 11 11 7 4 0.91
24126 p 11 11 11 8 3 0.87
24127 P 14 12 12 6 6 1.00
24128 p 13 11 ' 7 2 5 4 ’ 0.82
24129 NP 0 o . ' —_—
24130 NP 0 0 . : ———
24131 P 11 1n 10 5 5 1 0.80
24132 P 17 14 13 6 7 1 0.84
24133 P 21 18 15 9. 6 3 0.95
24134 P 14 13 12 5 7 1 0.85
24135 P 13 12 12 5 7 0.88

* P = Pregnant; NP = Not Pregnaﬁt



FOOD AND DRUG RESEARCH LABORATORIES, INC.

Group 39 Appendix II Date November 15, 1974
Material_ FDA 71-68 Reproduction Data in Mice {Individual) Laboratory No._ 2123 (14)
Dose 221.9 mg/kg

Corpora Implant Fetuses Sex Resorpticn Average Fetus
Dam No., Fate* Tutea Sites Alive Dead M F Sites Weight (g) Remarks
24141 P 11 10 10 4 6 0.88
24142 P 14 11 10 1 9 1 0.93
24143 P 13 13 12 5 7 1 0.87
24144 P 15 14 13 8 5 1 0.85
24145 p 13 ' 12 11 5 6 1 1.03
24146 P 17 14 14 6 8 0.86
24147 P 9 8 7 4 3 1 0.81
24148 34 13 12 12 7 5 0.91
24149 P 14 14 12 7 5 2 0.78
24150 P 16 12 12 6 6 0.83
24151 NP 0 0 ; ——
24152 P 15 14 14 9 5 0.78
24153 NP 0 0 ' ———
24154 P 13 13 13 8 5 0.93
24155 P 14 14 13 6 7 1 0.99
24156 NP 0 0 ———
24157 P 12 9 9 5 4 0.87
24158 NP 0 0 ———
24159 P 12 12 12 . 6 6 0.82
24160 P 15 15 15 6 9 _ - 0.84
24161 NP 0 0 ' - : ——
24162 P 12 12 12 5 7 0.73
124164 NP 0 0 A ' : ’ L mme—
24165 P 15 15 15 7 8 0.85
24166 NP 0 0 o ' , . | , -——
24167 P 14 14 14 4 10 0.92
24168 P 14 14 14 6 8 ©0.85
24169 P 4 8 _ 0.96

12 12 12

* P = Pregnant; NP = Not Pregnant



¥OOD AND DRUG RESEARCH LABORATORIES, INC.

Group 40 Appendix II Date November 15, 1974
Material _FDA 71-68 Reproduction Data in Mice (Individual) Laboratory No.__2123 (14)
Dose 1030.0 ma/ka
Corpora Implant Fetuses Sex Resorption Average Fetus
Dam No. Fate* Tutea Sites Alive Dead M F Sites Weight (g) Remarks
24171 P 11 11 11 6 5 0.92
24172 P 12 10 8 2 6 2 0.93
24173 P 15 14 14 6 8 0.81
24174 P 14 14 14 5 9 1.04
24175 NP 0 0 . —_—
24176 P 14 14 12 6 6 2 0.77
24177 P 12 12 12 8 4 0.93
24178 NP 0] 0 ‘ ———
24179 P 12 12 12 4 8 0.91
24180 P 13 12 12 6 6 0.89%
24181 P 12 12 12 4 8 0.66
24182 P 11 9 9. 3 6 0.73
24183 2] 12 12 12 4 8 0.83
24184 NP 0 o ————
24185 NP 0 o -——
24186 P 16 16 13 8 5 3 0.99
24187 P 12 10 10 3 7 0.89
24188 P 12 12 11 1 6 5 0.85
24189 P 13 12 11 2 9 1 0.96
24190 P 12 12 12 4 8 0.90
24191 P 11 9 7 5 2 2 0.93
24192 NP 0 0 . ———
24193 P 19 17 15 - 1 4%%  10**. 1 0.72
24194 P 13 12 10 ' 5 5 A 0.83
24195 P 19 18 8 ‘ - 10 8 ' 0.93

* P = Pregnant; NP = Not Pregnant
** Not all Recorded
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i) o oED)AND DRUG

24C0/20H  ABORATORIES, INC. WAVERLY DIVISION
F IN A L 2%1.16833107
REPORT Waverly, New York 14892
“““““ (607) 565-2931 )
Submitted to: Department of Health, Education Date: December 13, 1974

and Welfare
Food and Drug Administration
Negotiated Contracts Branch, HFA-510

5600 Fishers Lane Laboratory No. 2143 (14)
Rockville, Maryland 20852 Contract No.FDA 223-74-217
Sample: Fine white powdered material
Marking: FDA 71-68 (Sodium erythorbate)

Examination Requested: Teratologic evaluation of FDA 71-68 in rats.

Procedure: See Appendix I
Results: See Tables 1 through 5, Figure 1, and Appendix II
Conclusion: On the basis of the data presented herein, the following

conclusion appears to be warranted:

"The administration of up to 900 mg/kg (body weight) of the test
material to pregnant rats for 10 consecutive days had no clearly dis-
cernible effect on nidation or on maternal or fetal survival. The
number of abnormalities seen in either soft or skeletal tissues of
the test groups did not differ from the number occurring spontaneously
in the sham-treated controls."

David E. Bailey, Ph.D. [/
Director, Waverly Division

\

Kepneth Morgafeigge, Ph.DGJ o
Scientific Directbr

This report is submitted for the exclusive use of the person, partnership, or corporation to whom it Is addressed, and neither the report nor the name of these
Laboratories nor of any members of its statf, may be used in connection with the advertising or sale of any product or process without written authorization.
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FOOD AND DRUG RESEAk.d LABORATORIES,

Groups: 31 & 32; 37 through 40

Matexrial : FDA 71-68

Table 1

Fate Summary

(

Rats

)

INC.

Date:_ November 15, 1974

Laboratory No. :

2143 (14)

Group | Material Tose** Total Surviving at Term
mg/kg Mated Pregnant Total uPregqgﬁpl
31 Sham 0.0 24 20 24 20
32 Aspirin* 250.0 22 20 22 20
37 FDA 71-68 9.0 20 20 20 20
38 FDA 71-68 41.8 20 20 20 20
39 FDA 71-68 194.0 21 20 21 20
40. : FDA 71-68 900.0 24 20 24 20

* Positive Control :+ 250.0 mg/kg

** Administered as a water suspension (See Appendix I)

1) rncludes 211 dams examined at term



LABORATORIES, I

FOOD aAND DRUG RESEA: NC,
Group 313‘__2%@3@40__ Table 2 Date ’_Nav.emhen-ls4-19.7—4~__~_
Materiail * FDA 71-6 Reproduction Datag Laboratory No. LZLtLiiﬂL_
T ( Rats )
Group 31 32 37 38 39 40
ose (mg/kq) . Sham Aspirin**x g 41.8 194.0 900.0

Pregnancies

Total No, 20 20 20 20 20 20

ied oy Aborted (before Ly 29 ) 0 0 0 0 0 0

To term (on Pay  20) 20 20 20 20 20 20
Corpora Lutea

Total No, 268 252 266 257 270 254

Average/dam mategd 11.2 11.5 13.3 12.9 12.9 10.6
Live Litters

Total No.* 19 20 20 20 20 20
Implant Sites

Total No. 244 227 237 233 238 234

Average/dam* 12.2 11.4 11.9 11.7 11.9 11.7

” Resorptions : :

Total No.* . 13 46 2 2 3 4

Dams with 3 Or more siteg rYesorbegd 5 11 2 2 3 4

Dams with all sites resorbed 1 - -~ - - -

Per cent bPartial resorptions 25.0 55.0 10.0 10.0 15.0 20.0

Per cent complete Yesorptions 0.96 1.10 0.82 0.94 0.84 1.09
Live Fetusges '

Total No, 231 181 235 231 230 230

Average/dam* 11.6 - 2.05 l1l.8 1ll.6 11.5 11.5

Sex ratio (M/F) 0.96 1.10 0.82 0.94 0.84 1.09
Dead Fetuses

Total No,* - - -~ —— 5 -

Pams with 1 or more deag - -— — - 1 -

Dams with all deag - — - -— - -

Per cent Partial deagq — . - - 5.00 -

Per cent all deaq — - - — - : -~
Average Fetus Weight, g 3.95 2.62 3.96. 3.95 3.87 3.92

* Includes only those dams exXxamined at term,

** Positive Control : 250.¢9



FOOD AND DRIG RESEARCH LABORATORIES,

Groups 31 & 32; 37 through 40

Table 3
Material ¥DpA 71-68

INC.

Laboratory No. 2143 (14)

Date  November 15, 1974

Summary of Skeletal F indings*

( Rats )
Group No. : 31 32 37 38 39 40
Findings :
Dose (mg/kg) : Sham Aspirin** 9.0 41.8 194.0 900.0
Live Fetuses Examined 161/19 129/20 166/20 161/20 160/20 161/20
(at term)
Sternebrae
Incomplete oss. 28/10 52/16 55/15 23/11 56/16 27/14
Scrambled
Bipartite 11/6
Fused 1/1
Extra 2/2
Missing 8/2 106/20 13/5 8/5 21/10 4/4
Other '
Ribs
Incomplete oss. 19/8 1/1
Fused/split 5/3
Wavy 18/8 52/14 8/5 14/7 8/5 12/4
Less than 12 .
More than 13 4/3 39/14 2/1 2/2 2/1
Other
Vertebrae
Incomplete oss. 7/2 60/16 7/4 1/1
Scrambled
Fused .
Extra ctrs. oss. 2/1
Scoliosis
Tail defects
Other
Skull :
Incomplete closure 30/12 54/15 17/10 1l6/8 15/5 26/13
Missing 1/1
Craniostosis
Other
Extremities
Incomplete oss. 7/2
Missing
Extra
Miscellaneous
Hyoid; missing 22/9 52/16 16/8 19/9 16/8 23/11
Hyoid; reduced 21/11 5/2 15/10 15/7 14/7 14/10

* Numerator=Number of fetuses affected;

** Positive control: 250.0 mg/kg

Denominator=Number of litters
affected.



FOOD AND DRUG RESEARCH LABORATORIES, INC.

Groups_ 31 & 32; 37 through 40 Date  November 15, 1974

Material ppa 71-68 Laboratory No. 2143 (14)

Table 3-a
Summary of Soft Tissue Abnormalities

(Rats)
Group Material Dose Level Dam Number of Description’
ng/kg Pups
32 Aspirin* 250,0 43935 1 Umbilical hernia
43940 1l Cleft palate;
Encephalomyelocele;
Atrophy of lower jar;
Gastroschisis
43941 1 Encephalomyelocele
43944 1 Encephalomyelocele
43947 1 Hydrocephalus;
Encephalomyelocele;
Umbilical hernia
43955 1 Encephalomeningocele

*positive Control: 250.0 mg/kg



F O0OD AND DRUG RESEARCH LABORATORIES, INC,

Groups 31 & 32; 37 through 40 . Date November 15, 1974
Table 4
Species_ Rats Laboratory No._ 2143 (14)
Average Body Weights*
------------------------- Day-=-——-——m-mewemem—mm—— ==
Group Material Dose
Level 0 6 11 15 20%%*
mg/kg =~ mmemesmssoosoomoooosseeoeee grmmmm-mmmmmmssmosssm—oo-—e
31 Sham 0.0 236 249 270 282 355 (20)
32 Aspirin*** 250.0 225 243 256 273 326 (20)
37 FDA 71-68 9.0 225 244 264 280 350 (20)
38 FDA 71-68 41.8 212 230 247 . 267 335 (20)
39 FDA 71-68 194.0 221 236 254 273 . 340 (20)
40 FDA 71-68 900,0 : 215' 236 253 274 334 (20)

* Of pregnant dams
** Number of surviving dams in parentheses (c. f. Table 1)

*** ppogitive control: 250.0 mg/kg



Table §

— Groups 31 & 32; 37 through 40 Laboratory No. 2143 (14)
N/ Compound FDA 71-68 Species: Rats '

Daily Temperature and Humidity Record

Relative
Date Time Temp Humidity
1974 a.m. OF g
9/13 8:15 78 75
9/14 7:40 75 65
9/15 7:30 . 78 76
9/16 - 8:30 74 ' , 68
9/17 8:45 75 65
9/18 8:45 75 - 65
9/19 8:50 74 _ 65
9/20 3:00 p.m. 80 _ 75
- 9/21 8:10 80 75
9/22 8:00 76 70
9/23 8:15 .70 64
‘S/24 : 8:00 72 62
9/25 8:30 72 B 63
9/26 8:10 72 66
8/27 8:20 72 ' 65
9/28 7:30 76 : 70
9/29 ‘ 7:15 74 . 76.
9/30 8:30 72 - : 65
10/1 8:30 72 ' 65
10/2 9:30 70 - ’ 63
10/3 10:00 _ 68 : 64
10/4 9:00 70 - 63
10/5 10:30 74 - 65
10/6 8:00 76 : 65
10/7 8:15 75 65
10/8 8:45 70 62
10/9 8:30 70 _ 62
10/10 8:45 74 71
10/11 8:10 72 62
10/12 - 8:00 74 65
10/13 9:00 74 64
10/14 7:30 76 63
10/15 8:45 76 74
10/16 8:45 : 71 70

10/17 8:00 70 60




Figure 1

Original Photographs in First Copy of Report 2143 (1)
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Appendix I



— Appendix I
\FI I/ ‘
Teratology Study in Rats

Virgin adult female albino rats (Wistar derived stock) were
individually housed in mesh bottom cages in temperature and
humidity-controlled quarters with free access to food and fresh
tap water. They were mated with young adult males, and observa-
tion of the vaginal sperm plug was considered Day 0 of gestation.
(One male was not permitted to impregnate more than one female
per group.) ﬁeginning on Day 6 and continuing daily through
Day 15 of gestation, the females were dosed with the indicated
dosages by oral intubations. The controls were sham treated with
the vehicle at a level equivalent to the group receiving the
highest test dose. The test matefial was prepared and doses

calculated according to the following table:

Dosage Dose Concentration
(mg/kqg) (ml/kg) {mg/m1)
2250 1 £ 250
251-500 2 125-250
501-750 3 133-250
751-1000 4 187-250
1001-1600 5 200-250

Body weights were recorded_bn Days 0, 6, 11, 15 and 20 of
gestation. All animals were observed daily for appearance and
behavior with particular attention to food consumption and weight,
in order to rule out any abnormalities which may have occurred as
a result of anorexic effects in the pregnant female animal. Daily

room temperature and humidity were recorded.



\FAL))

surgical anesthesia, and the sex, numbers of corpora lutea,

on Day 20 all dams were subjected to Caesarean Section under

implantation sites, resorption sites, and live and dead fetuses
were recorded. The body weights of the live pups were also
recorded. The urogenital tract of each dam was examined in detail
for anatomical normality.

All fetuses were examined grossly for the presence of
external congenital abnormalities. One-third of the fetuses of
each litter underwent detailed visceral examinations emplbying
the Wilson techniéue. (Colored photographs were taken of all
grossly abnormal fetuses.) The remaining two—-thirds were cleared
in potassium hydroxide (KOH), stained with alizarin red S dye

and examined for skeletal defects.
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FOOD AND DRUG RESEARCH LABORATORIES, INC,

Group 31 Appendix II Date November 15, 1974
Material Sham Reproduction Data in Rats (Individual) Laboratory No._ 2143
Dose 0.0 ma/ka
Corpora Implant Fetuses Sex Resorption Average Fetus
Dam No. Fate* Tutea Sites Alive Dead M F Sites Weight (g) Remarks
43901 NP 0 0 ——
43902 P 13 12 11 7 1l 2.87
43903 P 14 13 13 8 5 : 3.95
43904 NP 0 0 4 , ——
43905 P 12 12 12 6 - 6 3.89
43906 P 12 12 11 8 3 1 3.21
43907 P 13 13 13 6 7 4.17
43908 p 11 11 o 10 7 3 1l 4,19
43909 P 12 12 10 7 3 2 3.87
43910 P 18 17 17 : 10 7 3.66
43911 P 13 13 13 6 7 3.77
43912 P 15 14 14 3 11 3.54
43913 NP 0 0 , . ‘ ————
43914 P 17 i1 11 5 6 3.94
43915 P 15 14 14 . 5 ° 4.10
43916 P 13 12 12 4 8 5.64
43917 P 13 9 . o 4 5 4,08
43918 P 16 15 15 11 - 4 3.66
43919 P 13 12 12 7 5 3.95
43920 P 12 10 10 4 6 4,03
43921 p 12 12 ' 12 3 9 3.97
43922 NP 0 0 ' , . | | m—
43923 P 12. : 8 : . . '8 ' ————
43924 P 12 ) 12 - 12 5 7 o _ 3.82

* P = Pregnant; NP = Not Pregnant



FOOD AND DRUG RESEARCH LABORATORIES, INC.

Group 32 Appendix II Date_ November 15, 1974
Material Aspirin Reproduction Data in Rats (Individual) Laboratory No.__ 2143
Dose 250,00 ma/kg
Corpora Implant Patuses Sex Resorption Average Fetus
Dam No, Fate* Tutea ites Alive Dead M F Sites Weight (g) Remarks
43931 P 10 10 10 5 5 3.53
43932 P 13 11 11 5 6 3.07
43933 p 13 12 12 8 4 2.49
43934 P 12 .12 12 6 6 2,97
43935 P 12 6 6 2 4 2.4¢9
43936 P 12 11 - 11 6 5 - 3.10
43937 P 14 10 10 7 3 2.58
432938 NP - 0 0 ————
43239 P 13 13 2 1 1l 11 1.68
43940 P 11 10 7 4 3 3 o 2.18
43941 P 13 13 10 3 7 3 2.40
43942 P 11 10 8 4 4 2 . 2.17
43943 P 13 13 1 -k e 12 2.20
43944 P 11 11 2 1l 1 9 . 1.92
43946 P 14 13 13 7 6 3.21
43947 P 15 15 15 4 1 3.81
43948 P 12 12 11 6 5 1l - 2.70
43949 P 13 11 9 2 7 2 2.46
43950 P 16 11 10 - 4 6 1 2.77
43951 P 12 11 10 7 3 1 2.39
43952 NP 0 0 . : - | —
43953 P ' - ' 2.18

'_.l
N
(™)
N
T
e
~1
>
ol

* P = Pregnant; NP = Not Pregnant
** Not Recorded



FOOD AND DRUG RESEARCH LABORATCRIES, INC.

Group 37 Appendix II Date November 15, 1974
Material Fpa 71-68 Reproduction Data in Rats (Individual) Laboratory No._ 2143 (14)
Dose 9.0 mg/kq
Corpora Implant Fetuses Sex Regorption Average Fetus
Dam No, Fate* Tutea Sites Alive Dead M F Sites Weight (g) Remarks
44081 P 14 14 14 7 7 3,52
44082 P 15 11 J1ll 3 8 3.47
44083 P 16 16 16 10 6 4.21
44084 P 11 10 10 6 4 4.25
44085 P 12 11 11 4 7 3.81
44086 P 13 13 13 6 7 4.06
44087 P 17 14 14 6 8 4,09
44088 P 11 11 11 4 7 3.73
44089 P 12 12 12 7 5 4.10
44090 P 14 14 14 5 9 3.98
44091 P 15 15 15 5 10 4.11
44092 P 12 11 10 7 3 1 4.06
44093 P 15 13 13 6 7 4,11
44094 P 16 12 . 12 5 7 4.41
44095 P 10 7 7 3 4 3.85
44096 P 12 5 5 .3 2 4.30
44097 P 13 13 13 7 -6 3.59
44098 P 10 , 8 8 4 4 3.93
44099 P 14 13 12 5 7 1 3.66
44100 P 14 14 14 3 11 3.93

* P = Pregnant; NP = Not Pregnant



FOOD AND DRUG RESEARCH LABORATORIES, INC.

Group 38 Appendix II Date November 15, 1974
Material ppa 71-68 Reproduction Data in Rats (Individual) Laboratory No._ 2143 (14)
Dose 41.8 ma/kg

Corpora Implant Fetuses Sex Resorption - Average Fetus
Dam No. Fate* Tutea Sites Alive Dead M F Sites Weight (g) Remarks

44111 P 13 13 12 6 6 1 3.66
44112 P 10 9 9 3 6 3.80
44113 P 13 12 12 7 5 4.26
44114 P 12 11 11 5 6 4.03
44115 P 14 12 12 8 4 4.12
44116 P 12 12 12 6 6 3.82
44117 P 12 11 11 7 4 4.36
44118 P 14 14 13 7 6 1 3.78
44119 P 13 13 13 4 9 3.54
44120 2 15 15 15 5 10 4.04
44121 P 11 5 5 1 4 4,20
44122 P 15 12 12 7 5 3.90
44123 P 12 11 11 4 7 4.06
44124 P 12 12 12 6 6 4.08
44125 P 12 11 11 7 4 4.16
44126 P 13 13 13 7 6 3.65
44127 P 15 11 11 4 7 3.87
44128 P 13 11 11 6 5 4.00
44129 P 12 11 11 5 6 3,73
44130 P 14 14 14 7 7 3.89

* P = Pregnant; NP = Not Pregnant



FOOD AND DRUG RESEARCH LABORATORIES, INC,

Group 39 Appendix II Date November 15, 1974
Material FDA_71-68 Reproduction Data in Rats (Individual) Laboratory No. 2143 (14)
Dose 194.0 mg/kg
Corpora Implant Fstuses Sex Resorption Average Fetusg

Dam No. Fate* Lutea Sites Alive Dead M F Sites Weight (g) Remarks
44141 P 12 12 12 5 7 3.70
44142 P 12 10 10 4 6 3.91
44143 P 14 14 14 5 9 3.66
44144 P 15 14 14 9 5 4.18
44145 P 16 15 15 9 6 3.95
44146 P 13 11 10 4 6 1 4,52
44147 P 14 11 1l 4 7 3.67
44148 P 14 12 12 4 8 3.55
44149 P 15 13 13 4 9 4,33
44150 P 10 9 9 5 4 3.98
44151 P 13 13 13 8 5 3.99
44152 P 14 14 14 4 10 3.68
44153 p 15 5 5 2 3 3.27
44154 P 14 14 8 5 5 3 1 ’ 1.41
44155 P 13 13 13 6 7 4.23
44156 P 13 12 12 - 5 7 3.54
44157 P 14 12 12 8 4 4.34
44158 NP 0 0 ————
44159 P 14 10 ‘ 10 7 3 5.78
44160 P 11 11 11 3 8 4,02

P 4 1 : 3.62

44161 14 13 12

* P = Pregnant; NP = Not Pregnant



FOOD AND DRUG RESEARCH LABORATORIES, INC.

Group 40 Appendix II Date November 15, 1974
Material FDa 71-68 Reproduction Data in Rats (Individual) Laboratory No._ 2143 (14)
Dose 900.0 mg/kg
Corpora Inplant Fetuses Sex Resorption ~ Average Fetus
Dam No. Fate¥* Tutea Sites Alive Dead M F Sites Weight (g) Remarks
44171 P 10 10 10 4 6 3.98
44172 P 14 13 13 ] 4 3.81
44173 P 11 11 10 6 4 1 3.88
44174 P 14 14 14 5 9 4,07
44175 P 11 11 11 7 4 4.21
44176 NP 0 0 ———
44177 P 11 10 10 3 7 3.36
44178 P 15 12 ’ 12 5 7 3.98
44179 P 11 11 11 6 5 3.71
44180 NP 0 0 ' ————
44181 P 13 12 12 7 5 3.99
44182 NP 0 0 ' ——
44183 P 13 10 10 6 4 3.90
44184 P 14 13 12 8 4 1 4,07
44185 P 12 11 11 4 7 3.87
44186 NP 0 0 ———
44187 P 12 8 7 3 4 1 4.21
44188 P 14 14 14 8 6 3.80
44189 P 11 10 10 6 4 3.94
44190 P 15 12 12 5 7 3.97
44191 )= 15 15 15 10 5 4.00
44192 P 11 10 9 4 5 1 3.77
44193 P 11 11 11 4 7 .3.85
44194 P 16 . 16 - 16 10 6 3.95

* P = Pregnant; NP = Not Pregnant



